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Dockets Managemen: Branch I T R
Food and Drug Administration - .
5630 Fishers Lane

Room 1061 (HFA-305)

Rockville, MD 20852

December 30, 2005

Re:  Citizen Petition re Date of Approval for Lunesta™ (Eszopiclone) Tablets
Dear Sir or Madam:
Sepracor Inc. (Sepracor) submits this petition pursuant to 21 C.F.R. 10.35.
A. ACTION REQUESTED

Sepracor requests that the Commissioner of Food and Drugs take the following
actions:

1. Confirm that the approval of the NDA for Lunesta™ (eszopiclone) tablets
(Lunesta) became effective on April 4, 2005.

2. Confirm that the five-year exclusivity for Lunesta commenced on the date of
effective approval, April 4, 2005.

3. Confirm that the patent-term extension for Lunesta should be calculated based
on the date of effective approval, April 4, 2005.

B. STATEMENT OF GROUNDS
Background

FDA issued an approval letter for Sepracor’s NDA for Lunesta on December 15,
2004. The active ingredient in Lunesta, eszopiclone, is a new molecular entity,. Sepracor
is therefore entitled to a five-year period of exclusivity under Sections 505(c¢)(3)(D)(ii)
and 505()(5)(F)(i1) of the Food, Drug, and Cosmetic Act (FDCA) commencing on the
date of Lunesta’s approval under section 505 of the FDCA. Under 35 U.S.C. 156,
Sepracor is also entitlzd to a patent term extension, which must be calculated based on
the date of approval of Lunesta under section 505.

As a matter of law, the date of approval of a drug under section 505 is the date
that the agency grants final effective approval to market the drug under the labeling
approved by the agency under section 505. In the case of Lunesta, this final effective
approval did not occur on December 15, 2004, when the agency issued an “approval”
letter to Sepracor. Rather, it occurred several months later, after the Drug Enforcement
Administration (DEA) completed the rulemaking process by which Lunesta was

2006 P-000/ P/



classified as a Schedule IV controlled substance under the Controlled Substances Act
(CSA)

Sepracor’s initial proposed labeling for Lunesta, submitted to FDA as part of
Sepracor’s initial NDA submission on January 30, 2003, did not propose or presume that
Lunesta would be considered a controlled substance. Prior to the issuance of its
December 2004 approval letter, however, FDA required Sepracor to amend its proposed
labeling for Lunesta to include the following statement:

Controlled Substance Class
[Lunesta] is classified as a Schedule IV controlled substance by federal
regulation.

(Emphasis in original.)

This requirement was communicated in an Approvable Letter issued on February 4, 2004,
which stated that the agency had “determined that [Lunesta] should be placed in Category
IV of the Controlled Substances Act.”' It was Sepracor’s understanding that FDA would
be recommending to DEA that eszopiclone be classified as a schedule IV controlled
substance under the CSA. In the agency’s subsequent approval letter of December 15,
2004, the agency attached draft labeling that was further amended to bear a “C-I1V”
designation. The statement and designation regarding schedule IV classification were
thus conditions of approval for Lunesta.

On December 23, 2005, Sepracor commenced importation of Lunesta into the
United States for marketing. The importer notified DEA of the importation and, to
Sepracor’s surprise, DEA personnel indicated that they had not received a scheduling
recommendation from the Department of Health and Human Services (HHS). (The HHS
recommendation, which is based on a scheduling recommendation from FDA, is
hereinafter referred to as the “HHS/FDA” recommendation.) Although DEA personnel
initially suggested to Sepracor that DEA might have jurisdiction over the product, DEA
ultimately acknowledged that it had no such jurisdiction because the product had not
been classified as a controlled substance.’

: Letter to Sepracor, Inc., from Robert Temple, FDA, re NDA 21-476 (Feb. 4, 2004) at 3. The
wording was provided in the form of a revised draft of labeling originally submitted by Sepracor.

2 . ’ . . .
- A *“controlled substance” is “a drug or other substance, or immediate precursor, included

schedule I, I1, IT1, IV, or V of [the Controlled Substances Act (“CSA™)]. At the time of its importation
Lunesta was not mcluded in any of those schedules.

Because Lunesta was not a controlled substance, DEA required that Sepracor obtain special
pernussion to store Lunesta as a non-controlled substance in a controlled substance secured area. Sepracor
submitted this request on January 12, 2005. Letter to Christine A. Sannerud, Ph.D., DEA, from Davie G.
Adams, Counsel to Sepracor (January 12, 2005) (Tab A).



DEA did not receive the HHS/FDA recommendation for scheduling until January
18,2005.> While this permitted DEA to commence the scheduling process, DEA
personnel estimated that scheduling of Lunesta might take three to five months.*

On January 18, Sepracor submitted a letter to FDA proposing a plan for marketing
Lunesta under special voluntary controls pending completion of the scheduling process.’
In response to this letter, FDA personnel conveyed to Sepracor informally that the agency
expected Sepracor to refrain from marketing Lunesta prior to DEA scheduling and that
the agency was prepared to take action against Sepracor if the company did not comply.
FDA personnel noted in this regard that (1) Lunesta’s labeling displayed the C-IV
designation and stated that the product was classified as schedule IV controlled substance
when such was not the case and (2) Sepracor had signed an agency form for submission

nf an at narntatinad thha (-‘,-.11,\.."“,. ot
of an NDA that contained the following stipulation:

If this application applies to a drug product that FDA has proposed for scheduling
under the Controlled Substances Act, I agree not to market the product until the
Drug Enforcement Administration makes a final scheduling decision.”®

FDA personnel nevertheless agreed to entertain a more detailed proposal from
Sepracor to market Lunesta prior to scheduling under certain strict controls. Sepracor
followed up with submissions to the agency on January 25’ and on January 28.% On
February 11, 2005, FDA informed Sepracor informally that the agency would not agree
to Sepracor’s proposzl and that Sepracor should not market Lunesta until completion of
the DEA scheduling process.

: 70 Fed. Reg. 16935 (2005). Sepracor had numerous contacts with FDA personnel in an effort to

facilitate the recommendation regarding scheduling. FDA personnel generally indicated that they were
uncertain as to what had kappened with regard to the agency’s intended recommendation..

! 1d
i The company proposed the following:

We believe that any potential issues arising out of marketing prior to scheduling can be
addressed and the product can be launched responsibly prior to completion of scheduling. If the
product is launched at this time and DEA scheduling is not expected for three to five months,
DEA registrants should be advised that the product is recommended for scheduling but is not yet
scheduled. These registrants (including wholesalers, pharmacies and those physicians who may
handle samples of the product) might be informed of these facts through a direct communication
from Sepracor. Sepracor might advise these registrants to handle and distribute Lunesta mn the
same manner that they would handle and distribute a schedule IV controlled substance. Sepracor
might provide information on DEA requirements related to records, reports, and storage in the
secured area for controlled substances based on advice from DEA. Sepracor would provide
registrants with support and follow-up on these issues in coordination with DEA.

Id at2.
0 Form FDA 356h at 2.

! Letter to Douglas Throckmorton, M.D., CDER, from Stewart Mueller, Sepracor, re NDA 21-476
(January 25, 2005).

8 Letter to Douglas Throckmorton, M.D., CDER, from Stewart Mueller, Sepracor, re NDA 21-476
(January 28, 2005).



On April 4, DEA completed the scheduling process for Lunesta. Sepracor then
launched Lunesta, 110 days after FDA issuance of the Lunesta approval letter.

Discussion
1. FDA Did Not Grant a Final Effective Approval on December 15, 2004.

(a) The Approval Was Conditioned on Labeling that the Agency Deemed
Misleading when the Approval Letter Was Issued.

The December 15, 2004 approval letter for Lunesta contained an important
condition: the labeling for Lunesta must be identical to the labeling enclosed with the
approval letter, which included a C-IV designation and a statement that the product was
classified as a schedule IV controlled substance. Under FDA’s interpretation of the
FDCA, the marketing of Lunesta without the approved labeling bearing this information
would have been considered a violation of FDCA § 301(d) (introduction into interstate
commerce of an unapproved new drug).

On the other hand, the marketing of Lunesta with the approved labeling would
have been considered a violation of FDCA § 502(a) (labeling that is false or misleading
in any particular). Agency personnel communicated to Sepracor informally that the
marketing of Lunesta with the labeling bearing the C-IV designation and statement that
Lunesta is classified as a controlled substance would render the product misbranded
under section 502(a) because the product had not yet been classified as a controlled
substance. FDA personnel not only suggested that the marketing of Lunesta with the C-
IV designation would be illegal, but also threatened severe consequences should Sepracor
market the product prior to DEA approval.’

Thus the approval letter for Lunesta required Sepracor to submit final printed
labeling with a C-IV designation and statement regarding classification as a controlled
substance even though, on the date the letter was issued, the agency considered such
labeling to misbrand the product and preclude marketing. Because this letter did not
authorize marketing cf the product with the approved labeling on the date of its issuance,
it did not convey final effective approval on that date. Although the letter purported to
convey an effective approval on the date of issuance, it actually conveyed a contingent
approval that would become effective if and when DEA classified Lunesta as a schedule
IV controlled substance.

(b) FDA Had No Authority to Grant Final Effective Approval Based on
Labeling that the Agency Deemed Misleading.

The approval letter’s reference to approval “effective on the date of this letter”
must give way to the law and the facts. Section 505(d) of the FDCA provides the criteria

’ January 21, 2005, teleconference between Sepracor and FDA.



for approval of an NDA.' Section 505(d)(7) precludes the approval of an NDA if the
agency deems the product’s labeling to be “false or misleading in any particular.” This is
the same requirement, in precisely the same wording, that is set forth in FDCA § 502(a).
Thus under section 505(d)(7) the agency is expressly denied authority to approve a
product that is misbranded under section 502(a).

Because the agency conditioned the approval of Lunesta on labeling stating that
the product had been classified as a controlled substance, the bar of section 505(d)
against approval based on false or misleading labeling could be removed only when the
product was classified as stated in the labeling. Although, FDA could have issued a final
approval without requiring a specific statement in labeling with regard to classification
under the CSA,'" the agency had no authority to convey final effective approval of
Lunesta with the labeling attached to the approval letter until the product was classified
as a controlled substance. The agency’s December 15, 2004, approval letter must
accordingly be deemed a contingent action that became final and effective when (1) the
implicit condition of approval — classification as a controlled substance — was satisfied
and (2) the explicit condition of approval — labeling stating that the product had been so
classified — was rendered nonmisleading and lawful under the FDCA.

(©) A Final Effective Approval Must Be Based on Labeling that Permits
Lawful Marketing under the FDCA.

It 1s clear under case law that the date of approval under section 505 must be
determined based on the date on which the agency conferred an immediate right to
market under the labeling approved under section 505. In Norwich Eaton
Pharmaceuticals, Inc., v. Bowen,'” the United States Court of Appeals for the Sixth
Circuit reviewed a lower court’s ruling that an FDA approval letter did not constitute a
final effective approval under section 505. Although the Sixth Circuit reversed the lower
court’s decision, the circuit court’s reasoning demonstrates why the December 15, 2004,
action on Lunesta did not constitute a final effective approval.

The case involved FDA’s approval of Buprenex™ (buprenorphine hydrochloride)
Injectable (Buprenex), which at the time of the agency’s action was classified as a
schedule II controlled substance but was proposed for reclassification into schedule V
(which would have provided fewer controls under the CSA). FDA issued an approval
letter for Buprenex based on draft labeling that did not specify the DEA classification of
the product. Norwich Eaton petitioned FDA to deem the approval letter a conditional
approval because, according to the company, “there was no approved label under which
the drug could have been marketed; thus, there was no valid approval.”"?

10 FDCA § 505(c) requires approval of an NDA submitted under section 505(b) unless the agency
finds grounds for denial of approval under section 505(d).

& See, e.g., Norwich Eaton Pharmaceuticals, Inc., v. Bowen, 808 F.2d 486, 488 (6 Cir. 1987).

12 808 F.2d 486 (6™ Cir. 1987) (rev'g 645 F. Supp. 321 (S.D. Ohio 1986).

13 Id at 488.



The Sixth Circuit accepted the proposition that a final effective approval must
confer the immediate right to market the product under the approved labeling, but
disagreed with the district court’s finding that Norwich Eaton could not have marketed
Buprenex immediately based on the approved labeling. The circuit court noted that the
approval letter did not require the product labeling to state incorrectly that the product
had been classified as a schedule IV controlled substance, and concluded as follows:

Thus Norwich could have marketed the drug at the time of the 1981 approval as a
Schedule II drug. It decision not to do so was a marketing decision, not a result
compelled by law."*

In the case of Lunesta, the agency’s approval letter required that the product’s
labeling state incorrectly that Lunesta had been classified as a schedule IV controlled
substance. Sepracor’s delay of the launch of Lunesta until completion of DEA
classification was not a marketing decision. Indeed, it was not a decision at all; but was
rather a result compelled by FDA’s interpretation of the law.

(d) FDA Intended that the Lunesta Approval Become a Final Effective
Approval on the Date of DEA Scheduling.

Despite the wording of the Lunesta approval letter, the agency never regarded the
letter as conveying an immediately effective approval to market Lunesta under the
FDCA. The agency made clear to Sepracor that, until completion of DEA scheduling,
FDA regarded the marketing of Lunesta as unlawful and subject to regulatory action.

The agency also referred repeatedly in its discussions with Sepracor to Form FDA
356h, a transmittal form required to accompany any NDA or any supplement to an NDA.
This form required Sepracor to certify that, should FDA propose the product for DEA
scheduling, the company would not market the product until scheduling was completed.
Had Sepracor not signed the certification, FDA would have refused to file the NDA."
Following the issuance of the approval letter, FDA made clear to Sepracor that the
agency considered the company bound by the certification and subject to a harsh
response if the company failed to comply with it.

FDA cannot, of course, condition the submission of an NDA meeting the
requirements of section 505(b) on an additional requirement that an applicant waive its
right to market its product upon approval. Such a requirement would be unlawful and
unconscionable.'® The certification requirement must thus be understood to imply that an

H Id at 492 (emphasis added).
1> 21 C.F.R. 314.101(d)(1).

0 The FDCA prov:des a statutory right to submit an NDA to the agency and provides a statutory

right to an approval in the absence of a finding of a specifically enumerated basis for denying approval.
The statute provides that any person may submit an NDA if the NDA meets the clear and express
requirements of section 505(b). This is an important right because the agency is required under section



approval action prior to DEA scheduling is deemed contingent and that final effective
approval will occur cnly upon completion of scheduling.

FDA clearly did not intend its December 2004 approval letter to convey an
immediate right to market Lunesta under the FDCA. It rather intended that the letter
convey a conditional right to market Lunesta under the FDCA — and that a final effective
right to market Lunesta under the labeling approved under section 505 be conveyed only
upon DEA classification of the product as a schedule IV controlled substance.

2. Lunesta’s Five-Year Exclusivity Commenced on April 4, 2005.

Because eszopiclone was a new chemical entity when approved in the Lunesta
NDA, Sepracor is entitled to exclusivity under FDCA §§ 505(c)(3)(D)(i1) and
505(G)(5)D)(i1). This exclusivity precludes the submission of certain ANDAs and
505(b)(2) NDA:s for products containing eszopiclone for five years “from the date of the
approval” of the Lunesta NDA under section 505. Because the final effective approval of
Lunesta occurred on April 4, 2005, when the DEA-scheduling condition of approval was
satisfied, the “date of the approval” upon which the five-year exclusivity commenced was
April 4, 2005.

3. Lunesta’s Review Period for Purposes of Patent Term Extension Ended on
April 4, 2005.

The approval of the Lunesta NDA entitled Sepracor to a patent term extension
under 35 U.S.C. § 156. Sepracor has submitted to the United States Patent Office a
request for extension of United States Patent No. 6,444,673 in accordance with 35 U.S.C.
§ 156(d)."” The patent extension is based on a determination of the regulatory review

503(c) to approve an NDA mecting the terms of section 505(b) unless the agency makes an enumerated
finding under section 505(d) that would require denial of approval.

FDA cannot deny an applicant the right to submit an NDA based on criteria outside of section
505(b). The requirement that an applicant certify that it will not market a product until DEA scheduling is
complete, even if FDA grants the product an “approval” under the FDCA, is clearly beyond the scope of
section 505(b) and clearly beyond the authority of the agency.

v Although Sepracor submitted this request based on FDA’s stated “approval” date of December 15,

2004, Sepracor did so only to ensure that its right to patent extension be deemed timely and not waived.
Sepracor stated in its request as follows:

On December 135, 2004, the FDA issued an “approval letter” for Sepracor's LUNESTA™
(eszopiclone) NDA under Section 505 of the FDC Act.  Although FDA takes the position that the
product was “approved” on that date for purposes of determining patent term extension, Sepracor
questions whether “the product received permission for commercial marketing” on that date
within the meaning of the statute. Sepracor notes that FDA has taken the position that Sepracor
cannot market LUNESTA™ under the terms of the “approval letter” until the product is listed on
the Schedule of Controlled Substances under 21 USC §823. Nonetheless, in order to avoid
potential forfeiture under 35 USC §156(d)(1) based on FDA’s current interpretation of the statute,
Sepracor submits this request for extension based on FDA’s determination that LUNESTA™
was “approved” for purposes of patent term extension on December 15, 2004. In so doing,
Sepracor does not waive its right to challenge that determination by FDA.



period for the Lunesta NDA, which is based in part on the time between the date the
NDA was submitted under section 505(b) and the date the “application was approved
under [section 505].”'8

FDA must determine this regulatory review period under 21 C.F.R. 60.20-22. For
purposes of determining the regulatory review period for Lunesta under these regulations,
the date of the final effective approval under section 505 was April 4, 2005.

4. Sound Policy Reasons Support this Outcome

The difficulties and uncertainties resulting from the conditional approval of
Lunesta in December 2004 flowed from the desire on the part of FDA and DEA that
drugs recommended by FDA for scheduling under the CSA not be marketed until
scheduling controls are in place. The problem faced by the two agencies is that Congress
did not provide such authority to either agency. Moreover, Congress addressed the issue
expressly in the CSA by providing DEA authority to temporarily schedule a drug. This
authority is limited by Congress to drugs that DEA determines should be classified as
schedule I (maximum controls) “to avoid an imminent hazard to the public safety.”]g Itis
also limited to drugs for which no “approval is in effect” under section 505.%° It is thus
clear that Congress intended that for drugs approved under section 505, and for drugs that
are to be classified as schedule IV, the controls of the CSA not be imposed until the
completion of the notice-and-comment scheduling process.

FDA and DEA have long sought in other ways to avoid or prevent the marketing
of drugs that the agencies believe should be scheduled but that have not yet been
scheduled. The agencies have in the past cooperated to begin DEA’s scheduling
procedures prior to FDA’s expected approval action, so that DEA scheduling would
occur near in time to the date of the FDA approval.m FDA has also, however, attempted
to prevent marketing prior to DEA scheduling by conditioning approval on labeling
stating the drug is scheduled and by requiring a certification from the NDA applicant that
the product will not be marketed prior to scheduling.

Request for Extension of Patent Term Under 35 U.S.C. § 156 (Tab B, exhibits omitted). In Unimed, Inc., v
Quigg, 888 F.2d 826, 828 (Fed. Cir. 1989), the Federal Circuit noted in dicta that the date of approval for
purposes of calculating the application period should be the same as the date of approval for purposes of
calculating the regulatory review period. The Unimed court addressed a different factual situation in which
the FDA approval was not conditioned upon DEA scheduling but the FDA approval letter noted that the
CSA prohibited marketing of the product under the DEA schedule in effect at the time of the FDA
approval. /d.

'® See 35 U.S.C. § 156(g)(1)(B).
9 21 U.S.C. § 811¢h)(1).
20 Id

B In the case of the sleep disorder drugs Sonata® (zaleplon) Capsules and Provigil® (modafinil)
Tablets, DEA scheduling was accomplished within 34 days of the issuance of FDA’s approval letter.



These restrictions are beyond FDA'’s authority; and they are especially
inappropriate in the case of Lunesta, where neither FDA nor DEA deemed the scheduling
of the drug to be worthy of administrative priority. Had FDA and DEA deemed
scheduling of Lunesta prior to marketing to be an important outcome, the agencies could
have coordinated the approval and scheduling processes to avoid a hiatus between the
issuance of an approval letter and completion of scheduling. The timing of DEA
scheduling is determined by (1) the date FDA makes a scheduling recommendation and
(2) the efficiency of the DEA scheduling process.

The failure of the two agencies to coordinate the approval and scheduling
processes is a function of their priorities. It is also a function of FDA’s willingness to
utilize extra-legal mechanisms to prevent companies from marketing their “approved”
drugs prior to DEA scheduling. While FDA appears to believe that scheduling controls
are important enough to justify conditioning approval on completion of DEA scheduling,
neither FDA nor DEA believe that such controls are important enough to warrant
coordination of FDA scheduling recommendations and DEA scheduling procedures.

In the case of Lunesta, the HHS/FDA scheduling recommendation was not
provided to DEA until 35 days after FDA issued its approval letter. FDA personnel gave
different accounts of the agency’s handling of the scheduling recommendation, including
admissions that the internal documentation for the recommendation simply could not be
found.

DEA could have utilized expedited rulemaking procedures for scheduling Lunesta
but refused to do so, even as the agency conceded that the CSA did not prohibit — and
that DEA would not seek to prohibit — the marketing of Lunesta as a non-controlled
substance. DEA clearly does not regard the marketing of products prior to imposition of
schedule IV controls to be a significant public health issue. In the case of
dichloralphenazone, for example, which was initially marketed as a non-controlled
substance and subjected to scheduling while it was on the market, DEA delayed the
effective date of schedule IV controls for additional 30-day and 60-day periods after
completion of scheduling.”?

While FDA personnel indicated to Sepracor that marketing of Lunesta prior to
scheduling was inappropriate from a public health perspective and would be dealt with
harshly, neither FDA nor DEA were concerned enough over the public health to
coordinate and expedite their responsibilities to ensure the scheduling of Lunesta in a
timely manner. Instead, FDA issued an approval letter within the agency’s user-fee
deadline that conditioned approval on completion of DEA scheduling.

Although FDA’s authority to condition an approval on the completion of DEA
scheduling is questionable, Sepracor does not seek in this petition to challenge that
authority. Sepracor seeks only an acknowledgment by FDA that the approval was, in fact
and under law, conditioned on the completion of DEA scheduling and was not final and

= 68 Fed. Reg. 42.943 (2001).



effective until the condition was met. Should the agency fail to acknowledge the
contingent nature of its action, it (1) will have deprived Sepracor of the ability to market
Lunesta under approved labeling for 110 days after issuance of its approval letter and (2)
will compound this injustice by depriving Sepracor of its statutory right to the full term
of protection intended and accorded by Congress under the five-year exclusivity
provisions and patent term restoration provisions.

Conclusion

In the final analysis, if FDA and DEA believe it important to ensure that a drug is
scheduled prior to marketing, the two agencies should be prepared to set priorities
necessary to ensure that FDA approval and DEA scheduling are coordinated. If the
agencies do not deem scheduling controls important enough to warrant such coordination,
FDA cannot responsibly contend that scheduling controls are important enough to
warrant contingent approvals that would deny an NDA holder the right to market its
product upon the issuance of an approval letter. Where, as here, FDA has nevertheless
imposed such conditions on an approval, the agency must acknowledge the conditional
nature of the approval to ensure that Sepracor is at least accorded the full measure of
statutory protections provided under the exclusivity and patent term restoration
provisions of the FDCA. These rights are important to Sepracor and the company 1s
prepared to validate them in court if necessary.

C. ENVIRONMENTAL IMPACT

As provided in 21 C.F.R. § 15.30 neither an environmental assessment nor an
environmental impact statement is required.

D. ECONOMIC IMPACT

As provided in 21 C.F.R. § 10.30(b) economic impact information is to be
submitted only when requested by the Commissioner following review of the petition.

E. CERTIFICATION
The undersigned certifies that, to the best knowledge and belief of the
undersigned, this petition relies, and that it includes representative data and information

known to the petitioner that are unfavorable to the petition.

Respectfully submitted,

David G. Adanfs
Counsel for Sepracor Inc.
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